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DETAILED ACTION 
The current application is now being examined by Lance W. Rider. 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
September 30 th 2009 has been entered. 

Status of Claims 

Claims 1-36 are currently pending. Applicants were required to elect a single 
invention and a single species of compound in the restriction requirement filed on March 
3 rd 2008. Applicants elected the chemical compound 24A which has the following 
structure 




F. 
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The election was made final in the office action filed on July 8 th 2008. Applicants 
amended claims 34-36 in the reply filed on October 7 th 2008 to encompass inventions 
drawn to methods of imaging. These claims were withdrawn in the office action filed on 
January 7 th 2009, being drawn to a non-elected invention by original presentation. The 
species election was never withdrawn nor was it ever indicated that the search was 
expanded beyond the elected species. 

Claims 1-7, 12, 14-19, 21, and 29-33 read on the currently elected species. 
Claims 8-1 1,13, 20, 22-28, and 34-36 do not read upon the elected invention and are 
hereby withdrawn. The addition and withdrawal of claims has been done in order to 
include all of the claims which read on the currently elected species. 

Receipt and consideration of Applicants' amended claim set and remarks filed on 
September 30 th 2009 is acknowledged. Rejections and objections not reiterated from 
previous office actions are hereby withdrawn. The following rejections or objections are 
either reiterated or newly applied. They constitute the complete set presently being 
applied to the instant application. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 1 03(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 

consider the applicability of 35 U.S.C. 1 03(c) and potential 35 U.S.C. 1 02(e), (f) or (g) 

prior art under 35 U.S.C. 1 03(a). 

Claims 1-7, 12, 14-19, 21, and 29-33 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Sahagan et al., European Patent Application EP 1088550 
A1, provided in the IDS. 

The search conducted in the current application was performed only for the 
elected species and not expanded to include any additional species. However, 
incidental to the search additional species of the invention were found in the art. For the 
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purposes of compact prosecution this art has been applied in the obviousness rejection 
found below. 

Sahagan teaches metalloproteinase inhibitors such as the compound 3-[[4-(4- 
fluorophenoxy)benzenesulfonyl]-(1-hydroxycarbamoylcyclopentyl)amino]-propionic acid, 
shown below. (See claim 12.) 




f \ 




Sahagan further teaches that the compounds can be "isotopically-labeled ... and 
use[d] in drug and/or substrate tissue distribution assays." Sahagan also teaches that 
useful radioactive isotopes include 18 F, a commonly used isotope in PET. (See page 10, 
paragraph 0043.) A compound containing the radioactive 18 F isotope in place of the 
natural fluorine reads on instant claims 1-7, 12, 14-19, 21, and 29-33. 

It would have been prima facie to one of ordinary skill in the art to substitute 18 F 
at the 4 position of the phenyl ring in order to form an isotopically-labeled compound 
useful in drug and/or substrate tissue distribution assays, such as PET or SPECT. The 
skilled artisan would have been motivated to replace the singular fluorine present in the 
compound of Sahagan with its isotopic equivalent given Sahagan's express suggestion 
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to make such modifications of the molecule in order to form a molecule useful for tissue 
distribution assays. The skilled artisan would have also chosen to place 18 F at this 
particular position given that the same exact synthetic procedures could be used easing 
the manufacture of the compounds. Placement of 18 F at this position would also ensure 
that the compounds had the same in vivo inhibitory properties as the un-labeled 
compound. 



Claims 1-7, 12, 14-19, 21, and 29-32 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Sahagan et al., European Patent Application EP 1088550 
A1 (provided in the IDS), in view of Wilbur, D.,S., (Bioconjugate Chemistry, 1992). 

Sahagan teaches metalloproteinase inhibitors such as the compound 3-[[4-(4- 
fluorophenoxy)benzenesulfonyl]-(1-hydroxycarbamoylcyclopentyl)amino]-propionic acid 
substituted at the Z position, below. (See claims 7-12.) 





Sahagan further teaches that the compounds can be "isotopically-labeled ... and 
use[d] in drug and/or substrate tissue distribution assays." (See page 10, paragraph 
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0043.) Sahagan also shows that the Z position can be selected from a large number of 
different compounds such as a NR 1 R 2 radical where R 1 and R 2 can be selected from a 
(CrC 6 ) alkyl and a (C 6 -Ci 0 ) aryl, below. (See claim 1). 




F 



Sahagan does not teach the following compound or kits to make this compound 




^ F . 

Wilbur teaches common methods and reagents for radiolabeling compounds for 
in vivo imaging. Wilbur teaches the use of iodine 123 in compounds used for PET 
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imaging. (See page 435, paragraphs 4-5.) Wiblur teaches the half lives of the 
compounds are sometimes short lived. (See table 1 .) Wilbur also teaches the use of 
the specific mono-radio-iodated compound iodotyramine (below) 



to label proteins and carbohydrates by alkylating them with this label. (See Table 
VI, compound 71 , page 452, paragraph 1 , and page 460, paragraphs 4-6.) 

It would have been prima facie obvious for one of ordinary skill in the art at the 
time of the invention to use the common alkylating agent for labeling compounds with 
radioiodine, 123 l-tyramine, to alkylate the metalloproteinase inhibitor 3-[[4-(4- 
fluorophenoxy)benzenesulfonyl]-(1-hydroxycarbamoylcyclopentyl)amino]-propionic acid 
taught by Sahagan in order to form a compound capable of imaging metalloproteinases 
using PET. The skilled artisan would have been motivated to make this combination 
because Sahagan states that radiolabeled versions of the metalloproteinase inhibitors 
would be useful for tissue distribution assays. Wilbur provides a method to radiolabel 
the compounds of Sahagan so they can be imaged using PET. The skilled artisan would 
have predicted that this combination would function in vivo for a few reasons. First 
Sahagan teaches modifications at the Z position which are almost identical to the 
instantly elected species. Second Sahagan teaches that modification of the compounds 
at the Z position (discussed above) could be varied greatly without loss of activity. Such 



123, 
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a combination would form the currently elected species and meets the limitations of 
instant claims 1 -7, 12,14-19,21. 

Regarding instant claims 29-32 drawn to kits, the laboratory in which these 
compounds were made would read on the kits as instantly claimed. Furthermore, it 
would have also been obvious to package the components for making such compounds 
into kit forms for ease of use and fast manufacture. The need for fast manufacture of the 
compounds in order to prevent the decay of the radioiosotopes would have been 
obvious to the skilled artisan at the time of the invention given Wilbur's teaching that 
they decay over time. 

Claim 33 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Sahagan et al., European Patent Application EP 1088550 A1 (provided in the IDS) 
and of Wilbur, D.,S., (Bioconjugate Chemistry, 1992) as applied to claims 1-7, 12, 
14-19, 21, and 29-32 above, and further in view of Fruchtel, J.S., (Angew. Chem. 
Int. Ed. Engel., 1996). 

Sahagan and Wilbur disclose the currently elected compound, methods for 
making this compound, and kits for its manufacture, as discussed above. 

Shagan and Wilbur do not disclose making the compounds using solid phase 
synthesis or kits for making the compounds using solid phases. 

Fruchtel teaches the use of solid phase organic synthesis to make almost any 
organic compound. Fruchtel teaches that solid phase synthesis is more amenable to 



Application/Control Number: 10/560,371 
Art Unit: 1618 



Page 10 



multiple step synthesis, automated synthesis, and simplifies the manufacture of 
compounds for many different reasons. 

It would have been prima facie obvious to one of ordinary skill in the art at the 
time of the invention to use the methods of solid phase organic synthesis taught by 
Fruchtel to improve the methods for making the compound taught by Sahagan and 
Wilbur and to improve kits for the manufacture of such a compound. The skilled artisan 
at the time of the invention would have been motivated to make this combination in 
order to automate and simplify the synthesis of the compounds reducing their time to 
make and cost of production. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claims 1-7, 12, 14-19, 21, and 29-33 are provisionally rejected under the 
judicially created doctrine of obviousness-type double patenting as being unpatentable 
overclaims 1-29 of copending Application No. 10/544945. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because instant 
claim 1 is generic to the compound recited in claim 1 of copending Application No. 
10/544945. Claim 1 of the copending application falls entirely within the scope of claim 1 
of the instant application anticipating instant claim 1 . Claims 2-29 also cover compounds 
and kits for their manufacture which overlap in scope with the instantly claimed 
compounds. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Conclusion 

No claims are currently allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to LANCE RIDER whose telephone number is (571 )270- 
1 337. The examiner can normally be reached on M-F 11-12 and 1 -4. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571)272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/LANCE RIDER/ 
Examiner, Art Unit 1618 



/Michael G. Hartley/ 
Supervisory Patent Examiner, Art 
Unit 1618 



